REMARKS 

Favorable reconsideration is respectfully requested in view of the foregoing amendments 
and following remarks. 

Pages 8, 9 and 10 of the specification have been amended to clarify the portions which 
were objected to by the Examiner. 

In view of the foregoing, the objection to the specification is deemed to be overcome. 

The Examiner indicated that the Formulation 7 does not disclose the elected species. 
However, Formulation 7 discloses monobenzenesulfonate as "bepotastine besilate" (see Table 2 
and the specification, page 1, lines 25-27). 

Applicant acknowledges with thanks the withdrawal of the formulation species 
requirement. 

Applicant notes that item 12 on page 1 of the Office Action has been left blank. The 
Examiner is kindly requested to acknowledge the claim for foreign priority and acknowledge that 
all certified copies of the priority docimients have been received from the International Bureau. 

There is a single ground of rejection. Claims 1-10 are rejected under 35 USC 103 as 
unpatentable over Koida et al. in view of Kita et al. and Remington's. This ground of rejection is 
respectfully traversed. 

The present invention is based on the finding that precipitation and coloration are 
suppressed by adding water-soluble metal chloride to an aqueous solution of a pharmacologically 
acceptable acid addition salt of (+)-(S)-4-[4-[(4-chlorophenyl)(2- 

pyridyl)methoxy]piperidino]butyric acid (bepotastine), and that this solution is light-stabilized. 

Koida et al. (JP 200 1/26 15 53 A) disclose an oral solid pharmaceutical preparation 
containing bepotastine or a pharmaceutically acceptable salt thereof, an excipient selected from 
mannitol, sucrose, lactose and a mixture thereof and polyethylene glycol. In addition, Koida et 
al. teach that a preparation obtained by admixing bepotastine or a pharmaceutically acceptable 
salt thereof and a combination of mannitol, sucrose, lactose or a mixture thereof as an excipient, 
and polyethylene glycol as a binder shows markedly suppressed racemization of bepotastine or a 
pharmaceutically acceptable salt thereof, which in turn markedly improves preservation stability. 

Kita et al. (USP 6,307,052 Bl) disclose a pharmaceutical composition comprising a 
benzenesulfonic acid salt or a benzoic acid salt of (S)-4-[4-[(4-chlorophenyl)(2- 
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pyridyl)methoxy]piperidino]butanoic acid (bepotastine). In addition, Kita et al. teach that the 
acid addition salt has little hygroscopicity and excellent in physicochemical stability. 

However, Koida et al. and Kita et al. do not disclose or suggest an aqueous solution 
containing a pharmacologically acceptable acid addition salt of bepotastine, and metal chloride, 
and a light-stabilization method of an aqueous solution containing bepotastine. 

Remington's (Remington's Pharmaceutical Sciences, 1980; pp. 1410-1419) disclose that 
calcium chloride, potassium chloride or sodium chloride can be used as a tonicity agent for a 
medical aqueous solution, but the reference does not describe or suggest that these metal 
chlorides can light-stabilize a drug. 

As mentioned in Remington's, calcium chloride, potassium chloride or sodium chloride 
is generally used for isotonization, and is not used to light-stabilize a drug in an aqueous solution 
as in the present invention. From the results of the comparison test (Experimental Example 4 in 
the present invention) using glycerin, glucose or mannitol, which are other tonicity agents, it is 
clear that the light-stabilizing effect of the present invention is not an effect accompanying 
isotonization. Please also see Experimental Examples 1-3 of the specification. Therefore, the 
present invention is based on the finding of an unexpected effect that metal chloride light- 
stabilizes bepotastine in an aqueous solution, and this invention is not obvious from any 
combination of these references. 

In view of the foregoing, favorable reconsideration and allowance is solicited. 
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